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DETAILED ACTION 

The Examiner and Art Unit location of your application in the PTO has changed. To aid 
in correlating any papers for this application, all further correspondence regarding this application 
should be directed to Michael C. Wilson, Art Unit 1633. 

Applicant's arguments filed 4-10-01, paper number 22, have been folly considered but they 
are not persuasive. The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. This action is non-final in view of the new rejections set 
forth below. Claims 5-7, 1 1-13, 15, 45-47, 51-57, 61-65 and 67-74 are pending and under 
consideration in the instant application. 

Claim Objections 

1 . Claims 45 and 56 are objected to because of the following informalities: 
The term "sequencesoperably" should be "sequences operably". 

The term "a" should be inserted into claim 45, line 7, and claim 56, line 6, before the word 
"microbe." 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

2. Claims 70 and 74 are rejected under 35 U.S.C 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
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skilled in the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. 

The phrase "3' urinary tract-specific regulatory sequences" (claims 70 and 74) is new 
matter. While the specification contemplates urinary tract-specific regulatory sequences and 3* 
untranslated regulatory sequences, the specification does not provide support for 3' regulatory 
sequences that are urinary tract-specific as newly claimed. Applicants are requested to point to 
support for 3* regulatory sequences that are urinary tract- specific by page and line number. 

3. Claims 5-7, 1 1-13, 15, 45-47, 51-57, 61-65 and 67-74 are rejected under 35 U.S.C 1 12, 
first paragraph, as containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventors, at the time the 
application was filed, had possession of the claimed invention. 
Regulatory sequences 

The specification does not provide adequate written description for using any "regulatory 
sequences" to secrete an exogenous protein in the urine of a transgenic non-human animal as 
claimed. Lubon of record (US Patent 5,880,327, March 9, 1999) taught transgenic mice whose 
genomes' comprised a nucleic acid sequence encoding a protein (i.e. Factor VIII) operatively 
linked to the WAP promoter, obtaining expression of protein in the milk and urine of the 
transgenic mice and isolating the protein from the milk or urine (col. 6, lines 45-52; col. 9, line 
19). Sun (WO 96/39494, Dec. 12, 1996; US Patent 5,824,543, Oct. 20, 1998, both of record) 
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taught transgenic mice whose genomes' comprised a sequence encoding a marker protein 
operatively linked to the uroplakin promoter and obtaining expression of the protein in the urine 
and using the bladder of the mice as a bioreactor for isolating the protein from the urine (page 8, 
lines 3-12; page 9, lines 15-36; page 10, line 4; paragraph bridging col. 5 and 6, col. 6, line 55, 
Example 2). The specification teaches making transgenic mice and pigs whose genomes' 
comprised a sequence encoding human protein C (HPC) operatively linked to the WAP promoter, 
wherein said mice and pigs expressed HPC in their urine (paragraph bridging pages 38 and 39). 
Therefore, the art at the time of filing taken with the teachings in the specification only support- 
using the WAP promoter or the uroplakin promoter to direct expression of proteins to the urine 
as claimed. 

The specification contemplates using other promoters to obtain protein expression in the 
urine, but do not provide any indication that the promoters have the same function or expression 
pattern as the WAP or uroplakin promoters. It was unpredictable at the time of filing what effect 
a promoter would have on the phenotype of transgenic animals (Strojek, Houdebine, Wall and 
Kappel all of record). Therefore, the teachings in the specification taken with the unpredictability 
in the art do not provide adequate written description for using any "regulatory sequences" to 
secrete exogenous proteins in the urine other than the WAP or uroplakin promoter. 

The specification does not provide adequate written description for any "urinary tract- 
specific" promoters that provide expression of a protein in the urine other than the uroplakin 
promoter (claims 67 and 71). The uroplakin promoter causes expression in the bladder and other 
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urothelia (WO 96/39494, page 7, line 28). The WAP promoter is not specific to the urinary tract 
because it also causes expression in the mammary glands. Neither the specification or the art at 
the time of filing, taught regulatory sequences other than the uroplakin promoter that are urinary 
tract-specific. The specification does not correlate the uroplakin to any other promoters such that 
other promoters could drive protein expression specifically in the urinary tract. Therefore, the 
specification does not provide adequate written description for the genus of "urinary tract- 
specific" regulatory sequences other than the uroplakin promoter. 

The specification does not provide adequate written description that transgenic non- 
human animals expressing a protein under the control of any regulatory sequences of the 
uromodulin gene, renin gene erythropoietin gene, an apolipoprotein E gene, an osteopontin gene, 
a urinary kallikrein gene, a urinary thrombomodulin gene, a uropontin gene, a nephrocalcin gene 
or an aquaporin gene (claims 52 and 62) or the uromodulin promoter (claims 53 and 63) would 
result in expression of an exogenous protein in the urine of the transgenic non-human animal. The 
specification and the art at the time of filing do not indicate that regulatory sequences of the 
uromodulin gene, renin gene erythropoietin gene, an apolipoprotein E gene, an osteopontin gene, 
a urinary kallikrein gene, a urinary thrombomodulin gene, a uropontin gene, a nephrocalcin gene 
or an aquaporin gene or the uromodulin promoter provides secretion of exogenous proteins in the 
urine of non-human transgenic animals. For example, Simonet (1990, J. Biol. Chem., Vol. 265, 
pages 10809-10812) taught transgenic mice whose genomes' comprise a transgene encoding a 
protein operatively linked to the apolipoprotein E promoter wherein expression of the protein 
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occurs in the kidney (p 28, line 3). Simonet did not teach the mice secrete the protein in their 
urine. Overall, the specification and the art at the time of filing do not provide any correlation 
between the WAP or uroplakin promoter and regulatory sequences of the uromodulin gene, renin 
gene erythropoietin gene, an apolipoprotein E gene, an osteopontin gene, a urinary kallikrein 
gene, a urinary thrombomodulin gene, a uropontin gene, a nephrocalcin gene or an aquaporin 
gene or the uromodulin promoter such that the regulatory sequences claimed would provide 
secretion of exogenous protein in the urine. Therefore, applicants were not in possession of any 
transgenic non-human animal that secretes exogenous protein into its urine using the regulatory 
sequences of the uromodulin gene, renin gene erythropoietin gene, an apolipoprotein E gene, an 
osteopontin gene, a urinary kallikrein gene, a urinary thrombomodulin gene, a uropontin gene, a 
nephrocalcin gene or an aquaporin gene or the uromodulin promoter as claimed. 

The specification does not provide adequate written description for the genus of 
regulatory sequences that were "kidney-specific," or "bladder-specific" that provide expression of 
a protein in the urine as claimed (claims 68 and 72). The WAP promoter causes expression in the 
urinary tract and mammary glands and is not specific for the urinary tract, kidney or bladder. The 
uroplakin promoter causes expression in the bladder and other urothelia (WO 96/39494, page 7, 
line 28). Simonet (1990, J. Biol. Chem., Vol. 265, pages 10809-10812) taught transgenic mice 
whose genomes comprise a transgene encoding a protein operatively linked to the apolipoprotein 
E promoter and obtain expression of the protein in the kidney (p 28, line 3). Simonet did not 
teach the mice secrete the protein in their urine. While promoters may cause expression in the 
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kidney or bladder, neither the specification or the art at the time of filing taught regulatory 
sequences that are kidney-specific or bladder-specific that provide secretion of exogenous 
proteins in the urine. Therefore, such regulatory sequences lack written description. 

The specification does not provide adequate written description of any 3* urinary tract- 
specific regulatory sequences that provide expression of a protein in the urine (claims 70 and 74). 
While the 3 f region of WAP gene was used in the construct of Sympson (page 683, col. 2, line 3), 
Sympson did not teach the 3' region of the WAP gene was urinary-tract specific or provide 
expression of the protein in the urine. Neither the specification or the art at the time of filing 
teach a 3 ! urinary tract-specific regulatory sequence that provides expression of a protein in the 
urine. Therefore, such regulatory sequences lack written description. 

In conclusion, the regulatory sequences should be limited to the WAP promoter, the 
uroplakin promoter or promoters that cause secretion of exogenous protein into the urine of the 
transgenic mammal. Claims 70 and 74 could be dependent claims wherein the transgene further 
comprises the 3' untranslated region of the WAP gene as taught by Sympson of record. 
Proteins that degrade or detoxify organic material in the urine of transgenic non-human 
animals 

The specification does not provide adequate written description for a transgenic non- 
human animal that expresses a protein that degrades food products or by-products thereof in its 
urine. The tissues of the transgenic non-human animal are food products or by-products thereof 
as claimed. Claims 12 and 46 specifically recite that the organic compound can be made by the 
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transgenic non-human animal. Therefore, the claims encompass expressing proteins in a 
transgenic animal that degrade tissues of the transgenic animal itself. While the prior art at the 
time of filing (Sympson of record) taught expressing stromelysin-1 (which degrades collagen) in 
transgenic mice, D' Armiento of record taught that transgenic mice expressing MMP (which also 
degrades collagen) do not survive (page 5734, col. 2, line 6). Collagen is considered a by-product 
of food. The specification does not teach expressing any enzymes that degrade food or by- 
products thereof in a transgenic animal. Therefore, the specification does not provide adequate 
written description for the genus of transgenic non-human animals that express proteins in their 
urine that degrade any food product or by-product thereof. 

The specification does not provide adequate written description for a transgenic non- 
human animal that expresses proteins in its urine that such that the feces, urine, microbes or 
chemical pollutants are degraded/detoxified. The specification and the art at the time of filing do 
not teach any transgenic non-human animals that express proteins degrade/detoxify feces, urine or 
microbes. The specification teaches expressing human protein C (HPC) in transgenic mice and 
pigs (page 36). HPC is an anticoagulant (page 36, line 27) and does not degrade or detoxify 
anything. While the specification teaches a number of enzymes in Fig. 7 and contemplates 
modifying the urine and reducing the formation of antibiotic-resistant bacteria in the environment 
by expressing enzymes that degrade antibiotics in the urine (page 31, lines 4-13), applicants were 
not in possession of any transgenic non-human animals expressing proteins in their urine resulting 
in degrading/detoxifying feces, urine, microbes or chemical pollutants. The specification does not 
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teach obtaining functional enzymes in the urine or degrading/detoxifying feces, urine, microbes or 
chemical pollutants. Specifically, the specification does not provide adequate written description 
that the proteins secreted in the urine degrade herbicides, pesticides or fertilizer (claims 7 and 13). 
Therefore, the specification does not provide adequate written description indicting that any 
proteins can be secreted into the urine of a transgenic non-human animal and remain functional 
such that feces, urine, microbes or chemical pollutants are degraded. 

4. Claims 5-7, 11-13, 15, 45-47, 51-57, 61-65 and 67-74 remain rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for a transgenic non- 
human mammal whose genome comprises a transgene comprising a nucleic acid sequence 
encoding a protein operatively linked to a promoter that causes secretion of the protein into the 
urine of the transgenic mammal, wherein said protein is expressed and secreted into the urine of 
said transgenic non-human mammal and a method of producing a protein in the urine of said non- 
human mammal, does not reasonably provide enablement for any transgenic non-human mammal, 
any regulatory sequence or any protein that degrades or detoxifies organic material that is feces, 
urine, a microbe, chemical pollutant or a by-product thereof, a food product or by product 
thereof The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and/or use the invention commensurate in scope 
with these claims. 
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Transgenic non-human animals 

The specification does not enable making any "transgenic non-human animal" as broadly 
claimed for reasons of record (claims 5-7, 1 1-13, 15, 45-47, 5 1-53, 56, 57, 61-63 and 67-74). 
Applicants argue that bird promoters have been expressed in mammals, the CRABP-1 locus from 
chicken and puffer fish was expressed in mice. Applicants also argue that uromodulin has been 
detected in amphibians and fish and the uromodulin promoter has been cloned and characterized 
in humans, bovines and rodents. Therefore, applicants argue that the specification provides 
adequate enablement for making any transgenic non-human animal that secretes exogenous 
protein into their urine as claimed. Applicants argument is not persuasive. While bird promoters 
may function in mammals, bird promoters have different functions in birds and mammals. 
Likewise, the mouse WAP and uroplakin promoters that cause secretion of exogenous proteins in 
the urine have different functions in reptiles and birds. Applicants have not provided any evidence 
that the mouse WAP or uroplakin promoter have the equivalent functions in mammals and birds 
or reptiles. Applicants have not provided any promoters that direct expression of exogenous 
protein in birds or reptiles. Applicants have not correlated the WAP or uroplakin promoters to 
bird or reptile promoters that have equivalent function in birds or reptiles. Furthermore, 
applicants have not provided any guidance how to make any transgenic reptiles, horses, dogs or 
cats (claims 55 and 65). Given the unpredictability in the art regarding how to make transgenic 
animals and the phenotype of transgenic animals as established in the previous office actions 
(Strojek, Houdebine, Wall and Kappel all of record), taken with the teachings in the specification, 
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it would have required one of skill in the art at the time of filing undue experimentation to 
determine how to make any transgenic non-human animal as broadly claimed that secreted an 
exogenous protein in its urine as claimed. The claims should be limited to transgenic non-human 
mammals as in claims 54 and 64 and the specific limitations of transgenic horses, dogs and cats 
should be deleted. 
Regulatory sequences 

The specification does not enable using any regulatory sequences as broadly claimed to 
obtain secretion of the exogenous protein in the urine of a transgenic non-human animal (claims 5- 
7, 11-13, 15, 45-47, 51, 54-57, 61, 64, 65). Lubon of record (US Patent 5,880,327, March 9, 
1999) taught transgenic mice whose genomes' comprised a nucleic acid sequence encoding a 
protein (i.e. Factor VIII) operatively linked to the WAP promoter, obtaining expression of protein 
in the milk and urine of transgenic mice and isolating the protein from the milk or urine (col. 6, 
lines 45-52; col. 9, line 19). Sun (WO 96/39494, Dec. 12, 1996; US Patent 5,824,543, Oct. 20, 
1998, both of record) taught transgenic mice whose genomes' comprised a sequence encoding a 
marker protein operatively linked to the uroplakin promoter and obtaining expression of the 
protein in the urine and using the bladder of the mice as a bioreactor for isolating the protein from 
the urine (page 8, lines 3-12; page 9, lines 15-36; page 10, line 4; paragraph bridging col. 5 and 6, 
col. 6, line 55, Example 2). Sympson of record (May 1994, J. Cell Biol., Vol. 125, 681-693) 
taught a transgenic mouse whose genome comprised a sequence encoding stromelysin-1 
operatively linked to the WAP promoter and WAP 3' untranslated region (page 683, col. 1, first 
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paragraph). The WAP promoter caused expression of the protein in the milk (paragraph bridging 
pages 683 and 684) and inherently drives protein expression in the urine of the mice (page 28, line 
24 of the instant application; Lubon, '327, col. 6, lines 45-52). The specification teaches making 
transgenic mice and pigs whose genomes' comprise a sequence encoding human protein C (HPC) 
operatively linked to the WAP promoter, wherein said mice and pigs expressed HPC in their urine 
(paragraph bridging pages 38 and 39). Therefore, the art at the time of filing taken with the 
teachings in the specification only support using the WAP or uroplakin promoter to direct 
expression of proteins to the urine. 

The specification contemplates using other promoters to obtain protein expression in the 
urine, but do not correlate the function of the WAP or uroplakin promoter to any other promoters 
such that other promoters that drive expression of exogenous proteins in the urine of transgenic 
non-human mammals could be determined. Given the state of the art regarding the 
unpredictability of whether a promoter will have the desired phenotypic effect in transgenics as 
established in previous office actions (Strojek, Houdebine, Wall and Kappel all of record), taken 
with the art at the time of filing and the teachings in the specification, one of skill in the art at the 
time of filing would only have known how to obtain expression of a transgene in the urine using 
the WAP or uroplakin promoter. It would have required one of skill undue experimentation to 
determine other "regulatory sequences" that provide secretion of exogenous proteins in the urine 
of a transgenic non-human mammal as claimed. 
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The specification does not enable any "urinary tract-specific" promoters that provide 
expression of a protein in the urine other than the uroplakin promoter (claims 67 and 71). The 
uroplakin promoter causes expression in the bladder and other urothelia (WO 96/39494, page 7, 
line 28). The WAP promoter is not specific to the urinary tract because it also causes expression 
in the mammary glands. Neither the specification or the art at the time of filing taught regulatory 
sequences other than the uroplakin promoter that are urinary tract-specific. The specification 
does not correlate the uroplakin to any other promoters such that other promoters could drive 
protein expression specifically in the urinary tract. Given the teachings in the specification taken 
with the art at the time of filing, it would have required one of skill in the art at the time of filing 
undue experimentation to determine regulatory sequences that are "urinary tract-specific" that 
provide expression of a protein in the urine other than the uroplakin promoter. Therefore, the 
claims should be limited to the uroplakin promoter. 

Specifically, the specification does not enable using regulatory sequences of the 
uromodulin gene, renin gene erythropoietin gene, an apolipoprotein E gene, an osteopontin gene, 
a urinary kallikrein gene, a urinary thrombomodulin gene, a uropontin gene, a nephrocalcin gene 
or an aquaporin gene (claims 52 and 62) or the uromodulin promoter (claims 53 and 63) to obtain 
expression of an exogenous protein in the urine of a transgenic non-human animal as claimed. 
The specification and the art at the time of filing does not provide any guidance indicating that 
regulatory sequences of the uromodulin gene, renin gene erythropoietin gene, an apolipoprotein E 
gene, an osteopontin gene, a urinary kallikrein gene, a urinary thrombomodulin gene, a uropontin 
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gene, a nephrocalcin gene or an aquaporin gene or the uromodulin promoter provides secretion of 
exogenous proteins in the urine of non-human transgenic animals. For example, Simonet (1990, 
J. Biol. Chem., Vol. 265, pages 10809-10812) taught transgenic mice whose genomes comprise a 
transgene encoding a protein operatively linked to the apolipoprotein E promoter and obtain 
expression of the protein in the kidney (p 28, line 3). Simonet does not teach the mice secrete the 
protein in their urine. Overall, the specification and the art at the time of filing do not provide any 
correlation between the WAP or uroplakin promoter and regulatory sequences of the uromodulin 
gene, renin gene erythropoietin gene, an apolipoprotein E gene, an osteopontin gene, a urinary 
kallikrein gene, a urinary thrombomodulin gene, a uropontin gene, a nephrocalcin gene or an 
aquaporin gene or the uromodulin promoter such that the regulatory sequences claimed would 
provide secretion of exogenous protein in the urine. Given the unpredictability in the art 
regarding whether a promoter will cause the expected phenotype in a transgenic animal as 
established in previous office actions (Strojek, Houdebine, Wall and Kappel all of record), taken 
with the art at the time of filing and the teachings in the specification, the specification does not 
enable making a transgenic non-human animal that secretes exogenous protein into its urine using 
the regulatory sequences of the uromodulin gene, renin gene erythropoietin gene, an 
apolipoprotein E gene, an osteopontin gene, a urinary kallikrein gene, a urinary thrombomodulin 
gene, a uropontin gene, a nephrocalcin gene or an aquaporin gene or the uromodulin promoter as 
claimed. 
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The specification does not enable any regulatory sequences that are "kidney-specific," or 
"bladder-specific" and provide expression of a protein in the urine as claimed (claims 68 and 72). 
The WAP promoter causes expression in the urinary tract and mammary glands and is not specific 
for the urinary tract, kidney or bladder. The uroplakin promoter causes expression in the bladder 
and other urothelia (WO 96/39494, page 7, line 28). While promoters may cause expression in 
the kidney or bladder, neither the specification or the art at the time of filing taught regulatory 
sequences that are kidney-specific or bladder-specific. 

The specification does not provide teachings of any 3' urinary tract-specific regulatory 
sequences that provide expression of a protein in the urine (claims 70 and 74). While the 3* region 
of WAP gene was used in the construct of Sympson (page 683, col. 2, line 3), Sympson did not 
teach the 3' region of the WAP gene was urinary-tract specific or provide expression of the 
protein in the urine. Neither the specification or the art at the time of filing teach a 3 1 urinary 
tract-specific regulatory sequence that provides expression of a protein in the urine. It would 
have required one of skill in the art at the time of filing undue experimentation to determine 3 f 
regulatory sequences that are urinary tract-specific and provide expression of a protein in the 
urine as claimed. 

Applicants argue that other regulatory sequences are contemplated and are known to 
express in the urinary tract. Applicants argument is not persuasive. Secretion of the proteins into 
the urine is required. While promoters may direct expression in tissues of the urinary tract, such 
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as the kidney or bladder, the specification does not teach that any such regulatory sequence also 
cause secretion of the exogenous protein into the urine. 

In conclusion, the regulatory sequences should be limited to the WAP promoter, the 
uroplakin promoter or promoters that direct expression of the exogenous protein in cells of the 
urinary tract of the mammal. Claims 70 and 74 could be dependent claims wherein the transgene 
further comprises the 3* untranslated region of the WAP gene as taught by Sympson of record. 
Proteins that degrade or detoxify organic material in the urine of transgenic non-human 
animals 

The specification does not enable expressing any protein that degrades food products or 
by-products thereof in the urine of a transgenic non-human animal as broadly claimed. The 
tissues of the transgenic non-human animal are food products or by-products thereof as claimed. 
Claims 12 and 46 specifically recite that the organic compound can be made by the transgenic 
non-human animal. Therefore, the claims encompass expressing proteins in the urine of the 
animal that degrade the tissue of the animal itself While the prior art at the time of filing 
(Sympson of record) taught expressing stromelysin-1 (which degrades collagen) in transgenic 
mice, D'Armiento of record taught that transgenic mice expressing MMP (which also degrades 
collagen) do not survive (page 5734, col. 2, line 6). Thus, for the transgenic non-human animals 
or methods of using such animals to have an enabled use, the claims cannot encompass degrading 
the tissues of the transgenic animal and must allow the transgenic animal to survive. Support for 
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such an amendment should be present in the specification as originally filed and pointed to by 
page and line number in applicants response. 

The specification does not enable expressing proteins in transgenic non-human animals 
that result in degrading/detoxifying the feces, urine, microbes or chemical pollutants. The 
specification and the art at the time of filing do not teach any transgenic non-human animals that 
express proteins resulting in degrading/detoxifying the feces, urine or microbes. The specification 
teaches expressing human protein C (HPC) in transgenic mice and pigs (page 36). HPC is an 
anticoagulant (page 36, line 27) and does not degrade or detoxify anything. While the 
specification teaches a number of enzymes in Fig. 7 and contemplates modifying the urine and 
reducing the formation of antibiotic-resistant bacteria in the environment by expressing enzymes 
that degrade antibiotics in the urine (page 31, lines 4-13), the specification does not teach 
obtaining transgenic non-human animals with such phenotypes. The specification does not 
provide adequate guidance indicating that the enzyme secreted into the urine is functional or that 
the enzyme degrades/detoxifies feces, urine, microbes or chemical pollutants. Specifically, the 
specification does not provide any guidance that the proteins secreted in the urine are able to 
degrade herbicides, pesticides or fertilizer (claims 7 and 13). Given the unpredictability in the art 
regarding the phenotype of transgenic animals (Strojek, Houdebine, Wall and Kappel all of 
record), taken with the art at the time of filing and the teachings in the specification, the 
specification does not enable expressing an enzyme in the urine of a transgenic non-human animal 
that degrades/detoxifies feces, urine, microbes or chemical pollutants. 
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The following is a quotation of the second paragraph of 35 U.S. C 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

5. Claims 6, 1 1, 45, 56, 69, 70, 73 and 74 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

Claims 6 and 1 1 do not further limit claims 45 and 56 respectively because the limitation 
of claims 6 and 1 1 have been incorporated into claims 45 and 56. 

Claims 69 and 70 do not further limit claim 68. Claims 69 and 70 further limit claim 67 by 
describing the "urinary tract-specific regulatory sequences" of claim 67 and not the "kidney- 
specific regulatory sequences" or "bladder-specific regulatory sequences" of claim 68. 

Claims 73 and 74 do not further limit claim 72. Claims 73 and 74 further limit claim 71 by 
describing the "urinary tract-specific regulatory sequences" of claim 71 and not the "kidney- 
specific regulatory sequences" or "bladder-specific regulatory sequences" of claim 72. 

Claim Rejections - 35 USC §102 

6. Claims 6, 1 1, 12, 45, 47, 51, 54-57, 61, 64 and 65 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Sympson of record (Sympson, May 1994, J. Cell Biol., Vol. 125, 681-693). 

Sympson taught a transgenic mouse whose genome comprised a sequence encoding 
stromelysin-1 operatively linked to the WAP promoter and WAP 3* untranslated region (page 
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683, col. 1, first paragraph). The WAP promoter caused expression of the protein in the milk 
(paragraph bridging pages 683 and 684) and inherently results in secretion of the protein in the 
urine of the mice (page 28, line 24 of the instant application). Stromelysin is an enzyme that 
degrades collagen which is considered a by-product of food. The phrase "wherein said organic 
material is produced by said transgenic animal or by a different animal (claim 12) is an intended 
use and does not bear patentable weight in considering the art because it may not occur. 
Stromelysin is obtained from exthermophilic or thermophilic organisms (claims 51 and 61). A 
mouse is a mammal and a rodent as in claims 54, 55, 64 and 65. The teachings of Sympson are 
equivalent to providing the transgenic non-human animal and allowing expression in the urine as 
in claim 45. While claims 7 and 13 further limit the chemical pollutants in the parent claims, the 
claims are not limited to organic materials that are herbicides, pesticides or fertilizers. Claims 7 
and 13 simply encompass proteins that degrade/detoxify organic materials that are feces, urine, 
microbes, herbicides, pesticides, fertilizers or by-products thereof, food products or by-products 
thereof. Thus, Sympson anticipates the claims. 

7. Claims 6, 7, 1 1, 12, 13, 45-47, 51, 54-57, 61, 64, 65, 67, 69, 71, 73 are rejected under 35 
U.S.C. 102(a) as being anticipated by Sun (WO 96/93494, Dec. 12, 1996) or 102(e) as being 
anticipated by Sun (US Patent 5,824,543, Oct. 20, 1998). 

Sun taught transgenic mice whose genomes' comprised a sequence encoding p- 
galactosidase operatively linked to the uroplakin promoter and obtaining expression of p- 
galactosidase in the urine and isolating the protein from the urine (WO 96/93494 - page 8, lines 3- 
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12; page 9, lines 15-36; page 10, line 4; paragraph bridging col. 5 and 6, col. 6, line 55, Example 
2; US Patent 5,824,543 - col. 6, lines 5 and 55). P-galactosidase is an enzyme that hydrolyses a 
galactoside which is considered a chemical pollutant or by-product thereof or a by-product of a 
food product as claimed. The phrase "wherein said organic material is produced by said 
transgenic animal or by a different animal (claim 12) is an intended use and does not bear 
patentable weight in considering the art because it may not occur. P-galactosidase is obtained 
from exthermophilic or thermophilic organisms (claims 51 and 61). A mouse is a mammal and a 
rodent as in claims 54, 55, 64 and 65. While claims 7 and 13 further limit the chemical pollutants 
in the parent claims, the claims are not limited to organic materials that are herbicides, pesticides 
or fertilizers. Claims 7 and 13 simply encompass proteins that degrade/detoxify organic materials 
that are feces, urine, microbes, herbicides, pesticides, fertilizers or by-products thereof, food 
products or by-products thereof. The uroplakin promoter is a 5' regulatory region that is specific 
to the urinary tract as claimed because it causes expression in the bladder and urothelia (page 7, 
line 28). Thus, Sun anticipates the claims as written. 

Claim Rejections - 35 USC § 103 
8. . Claims 6, 7, 1 1, 12, 13, 45-47, 51, 54-57, 61, 64, 65, 67, 69, 71, 73 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Sympson of record (Sympson, May 1994, J. Cell Biol., 
Vol. 125, 681-693) in view of Lubon of record (Lubon, US Patent 5,880,327, March 9, 1999), 
Sun of record (WO 96/39494, Dec. 12, 1996), Sun of record (US Patent 5,824,543, Oct. 20, 
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1998) and Wen of record (Wen et al., 1995, Molecular Reproduction and Development, Vol. 41, 
pages 399-406). 

Sympson taught making a transgenic mouse whose genome comprised a sequence 
encoding stromelysin-1 operatively linked to the WAP promoter and WAP 3 f untranslated region 
(page 683, col. 1, first paragraph) such that expression of the protein in the milk occurred 
(paragraph bridging pages 683 and 684) and inherently allowed secretion of the protein in the 
urine of the mice (page 28, line 24 of the instant application). Stromelysin is an enzyme that 
degrades collagen which is considered a by-product of food as claimed. Sympson did not teach 
isolating the protein from the urine. 

However, Lubon, Sun (WO 96/39494) and Sun (US Patent 5,824,543) taught isolating 
exogenous protein from the urine of transgenic mice (Lubon, col. 9, line 20; WO 96/39494, page 
10, line 4; US Patent 5,824,543, col. 6, line 6). It was also known at the time of filing that the 
WAP promoter caused expression of exogenous protein in the urine of transgenic mice (Lubon, 
col. 6, line 51). 

Thus, it would have been obvious to one of ordinary skill in the art at the time of filing to 
provide the transgenic mouse expressing stromelysin under the control of the WAP promoter as 
taught by Sympson and isolate the protein from the urine as taught by Lubon, Sun, Sun and Wen. 
One of ordinary skill in the art at the time the invention was made would have been motivated to 
isolate proteins from the urine of a mouse expressing proteins under the control of the WAP 
promoter because Lubon taught that proteins under the control of the WAP promoter were 
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secreted in the urine, because Wen suggested isolating proteins from transgenic mice expressing 
proteins under the control of the WAP promoter to decrease the cost of making the protein (page 
399, col. 2, first paragraph) and because Lubon, Sun and Sun suggested isolating proteins from 
the urine of transgenic mice. 

Thus, Applicants' claimed invention as a whole is prima facie obvious in the absence of 
evidence to the contrary. 

Claims 5, 15, 52, 53, 62, 63, 68, 70, 72 and 74 appear to be free of the prior art of record 
because the prior art of record did not teach or suggest expressing an enzyme in Fig. 7 in the urine 
of a transgenic non-human animal, or using regulatory sequences of the uromodulin gene, renin 
gene erythropoietin gene, an apolipoprotein E gene, an osteopontin gene, a urinary kallikrein 
gene, a urinary thrombomodulin gene, a uropontin gene, a nephrocalcin gene or an aquaporin 
gene or the uromodulin promoter to obtain secretion of an exogenous protein in the urine of a 
transgenic non-human animal as claimed or using kidney-specific, bladder-specific or 3' urinary 
tract-specific regulatory sequence that cause secretion of exogenous proteins in the urine of 
transgenic non-human animals. 

This action is non-final. 

Inquiry concerning this communication or earlier communications from the examiner 
should be directed to Michael C. Wilson who can normally be reached on Monday through Friday 
from 9:00 am to 5:30 pm at (703) 305-0120. 
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Questions of formal matters can be directed to the patent analyst, Tracey Johnson, who 
can normally be reached on Monday through Friday from 9:00 am to 5:30 pm at (703) 305-2982. 

Questions of a general nature relating to the status of this application should be directed to 
the Group receptionist whose telephone number is (703) 308-1235. 

If attempts to reach the examiner, patent analyst or Group receptionist are unsuccessful, 
the examiner's supervisor, Deborah Clark, can be reached on (703) 305-4051. 

The official fax number for this Group is (703) 308-4242. 

Michael C. Wilson 
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